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This report is the international preliminary examination report, established by this International Preliminary Examinina 
Authority under Article 35 and transmitted to the applicant according to Article 36. 

This REPORT consists of a total of 6 sheets. Including this cover sheet 

This report is also accompanied by ANNEXES, comprising: 

a. □ sent to the applicant and to the international Bureau) a total of sheets, as follows: 

□ sheets of the description, claims and/br drawings which have been amended and are the basis of this report 
andibr sheets containing rectifications authorized by this Authority (see Rule 70.16 and Section 607 of the 
Administrative Instructions). 

□ sheets which supersede eariier sheets, but which this Authority considers contain an amendment that goes 
beyond the disclosure In the international application as filed, as indicated in item 4 of Box No. I and the 
Supplemental Box. 

(sent to the international Bureau only) a total of (indicate type and number of electronic can'ler(s)) , containing a 
sequence listing and/br tables related thereto, in computer readable form only, as indicated in the Supplemental 
Box Relating to Sequence Listing (see Section 802 of the Administrative Instructions). 



b. □ 



4. This report contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establlshment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

□ Box No. VIII Certain observations on the international application 
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1. 



Box No. I Basis of the report 



With-regard to theianguagey this report is based on the international application in the language in which it was 
filed, unless othenwise indicated under this item. 

□ This report is based on translations from the original language into the following lanquaqe 
which IS the language of a translation fumished for the purposes of: « 5» » . 

□ intemational search (under Rules 12.3 and 23.1(b)) 

□ publication of the intemational application (under Rule 12.4) 

□ intemational preliminary examination (under Rules 55.2 and>br 55.3) 

With regard to the elements* of the intemational application, this report is based on (replacement sheets which 
have been fumished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "onginaily filed" and are not annexed to this report): 



Description, Pages 
1-72 

Claims, Numbers 
1-21 



as originally filed 



asorfglnally filed 



□ a sequence listing andtor any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 



^' ^ ^ This report has been established as if (some of) the amendments annexed to this report and listed below 
SupptemelSal B^^ considered to go beyond the disclosure as filed, as indicated in the 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* Xf item 4 applies, some or all of these sheets may be marked "superseded. " 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 



1 . The questions whether the claimed invention appears to be novel, to involve an inventive steo (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
IS claims Nos. 21 

because: 

la the said international application, or the said claims Nos. 21 relate to the following subject matter which 
does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be fomried (specify): 

° !!iuld be formid "^'^'"^^ '"adequately supported by the description that no meaningful opinion 

□ no international search report has been established for the said claims Nos. 

□ the nucleotide andbr arnino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instmctions in that: u iv^i n i «i imwa 

the written form □ has not been fumished 

□ does not comply with the standard 
the computer readable fonn □ has not been furnished 

□ does not comply with the standard 

° !!l.t and/br amino acid sequence listing, if in computer readable form only, do 

not comply with the technical requirements provided for in Annex C-Ws of the Administrative Instmctions! 

□ See separate sheet for further details 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1-21 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-21 




No: 


Claims 




Industrial applicability (lA) 


Yes: 


Claims 


1-20 




No: 


Claims 





2. Citations and explanations (Rule 70.7): 
see separate sheet 
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Re Item III _ _ 

Non-establishment of opinion with regard to novelty, inventivTstep and Industrii 
applicability 

Claim 21 relates to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of this claim (Article 
34(4)(a)(l) PCT). ^ 

Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Reference is made to the following document: 

D1 : WO 03/000646 A (PFIZER PRODUCTS) 3 January 2003 

1 . Subject-matter 

The present application concerns aromatic oxyphenyl and sulphanylphenyl amino 
acid denvatives. which are glycine transporter inhibitors, and their use in the 
treatment of disorders in the CNS such as schizophrenia. 

2. Novelty 

Document D1 describes certain N-(3-phenyl-3-phenoxypropyl)sarcosine 
denvatives and their use as inhibitors of glycine transport in the treatment of 
schizophrenia and other conditions. These compounds differ from those of the 
present application in that they contain an additional substituted phenylmethylene 
group (YCeH^CH not present in the latter. Consequently, the subject-matter of 
claim 1. dependent claims 2-18 and independent claims 19-21 (which concern the 
use of compounds of claim 1) is considered to be new and to satisfy the 
requirements of Article 33(2) PCT. 

). Inventive step 

The document D1 is regarded as being the closest prior art to the subject-matter 
of claims 1.19-21, and discloses the use of certain N-(3-phenyl-3-phenoxypropyl)- 
sarcosine derivatives as inhibitors of glycine transport in the treatment of 
schizophrenia and other conditions. As noted above these compounds differ from 
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those of the.presenLap.pJic.ation In that. they contain an additional^heaylmethylene. 
group. 

According to D1 the prior-art compounds have IC50 values for the inhibition of 
glycine reuptake of less than 10 |xM (page 16, lines 2-4) whilst for the compounds 
of the present application the IC50 value for the Inhibition of glycine uptake is also 
less than 10 ^iM (i.e. 10,000 nM, page 70, lines 31-32). Thus, the compounds of 
the present application have a similar activity to those of the prior art. 

The problem to be solved by the present invention may therefore be regarded as 
the provision of alternative glycine transporter inhibitors. The applicant solves this 
problem by means of the aromatic oxyphenyl and sulphanylphenyl amino acid 
derivatives of claim 1. There Is no indication in D1 or anywhere else in the prior 
art that removal of the substituted phenylmethylene group of the compounds of D1 
to fomn the compounds of the present application would lead to compounds which 
are capable of inhibiting glycine transport. Consequently, the subject-matter of 
claims 1,19-21 and dependent claims 2-18 can be considered to involve an 
inventive step and to satisfy the requirements of Article 33(3) PCT. 

4. Industrial applicability 

For the assessment of the present claim 21 on the question whether it is 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the fomiulation of the claims. The ERG, 
for example, does not recognise as Industrially applicable the subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use In medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 
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